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[57] . ABSTRACT

Morpholine derivatives of the formula

(I)

and their pharmaceutically acceptable acid addition
salts[wherein R! represents lower alkyl. R? represents
hydrogen, lower alkyl, benzyl, lower alkoxymethyl or
an acyl group; R3 represents hydrogen, lower alkyl or
phenyl; R4, R> and R are independently hydrogen or
lower alkyl and R7 is hydrogen, lower alkyl, lower
alkenyl, lower alkynyl, aryl(lower)alkyl, tetrahy-
drofurylmethyl or cycloalkylmethyl] possess analgesic
and/or opiate antagonistic activity.
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ANALGESIC METHOD USING A MORPHOLINE
| COMPOUND
This mmvention re]ates to morphohne derivatives, to
processes for ‘their preparation and to pharmaceutlcal
compositions containing them. - R R
The present invention provides novel morphohne
derivatives of the general formula (I)

(1)

and their pharmaceutlcally acceptable amd addltlon
salts. In this formula R! represents lower alkyl; R2'rep-
resents hydrogen, lower alkyl, benzyl, (lower)alkox-
ymethyl or an acyl group; R3 represents hydrogen,
lower alkyl or phenyl; R4, R3 and R6 are independently
hydrogen or lower alkyl and R7 is hydrogen, lower
alkyl, lower alkenyl, lower alkynyl aryl(lower)alkyl,
2-tetrahydrofurylmethyl or cycloalkylmethyl

The term “lower” as used herein means that the radi-
cal referred to contains 1 to 6 carbon atoms. The radical
preferably contains 1 to 4 carbon atoms. For example
when any of the groups R1, R?, R3, R4, R3, Rand R7is
a lower alkyl group the radical may be, for example,
methyl, ethyl, propyl or butyl. When R7is lower alke-
nyl or lower alkynyl suitable groups include, for exam-
ple allyl, Z-methyl 2-propeny1 3-methylbut-2-enyl and
propynyl. When R7 is cycloalkylmethyl the group is
preferably cyclopropylmethyl or cyclobutylmethyl.
When R7is aryl(lower)alkyl the group can be, for exam-
ple benzyl or phenethyl. When R2is an acyl group it is
preferably a lower alkanoyl group such as acetyl, propi-
onyl or butyryl. When R2? is a (lower)alkoxymethy]
group it is preferably a methoxymethyl group.

In a preferred group of compounds of general for-

mula I, Rlis an ethyl group, R2is hydrogen; R3 is hy-

drogen or lower alky! (e.g. methyl), R4, R5 and Rb are

hydrogen and R7 is lower alkyl (e.g. methyl).
The compounds of the invention can be prepared by
reduction of a compound of general formula (1)

(1)

wherein R1, R2, R3, R“ and R7 are as defined above, X
is 0X0 or | L '

(where RS is as defined J:abbvgéi and X1 is oxo or
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(where RS is as defined above) with the proviso that at
least one of X and X1 is oxo and if desired converting a
free base of general formula (I) into a pharmaceutically
acceptable acid addition salt thereof. The compound of
general formula (II) can be reduced with, for example,
a hydride transfer agent (e.g. lithium aluminium hy-
dride).

Once a compound of general formula (I) has been

prepared it may be converted into another compound of

general formula (I) by methods known per se. For ex-
ample, a compound in which R7 is lower alkyl, lower
alkenyl, lower alkynyl, aryl(lower)alkyl, 2-tetrahy-
drofurylmethyl or cycloalkyimethyl may be prepared
by “N-alkylating” a compound in which R7 is hydro-
gen. By “N-alkylating” i1s meant introducing on to the
nitrogen atom of the morpholine ring a lower alkyl,
lower alkenyl, lower -alkynyl, aryl{lower)alkyl,2-tet-
rahydrofurylmethyl or cycloalkylmethyl radical. In one
method of carrying out the “N-alkylatlng“ process a
compound of general formula I in which R”is hydrogen
1s reacted with a halide of general formula

. Rﬂ’f.—‘Hﬂl

where R7 is lower alkyl, lower alkenyl, lower alkynyl,
aryl(lower)alkyl, 2-tetrahydrofurylmethy! or cycloalk-
ylmethyl in the. presence of an acid acceptor such as an
alkalt metal carbonate (e.g. potassium carbonate), pref-
erably in solution in an. organic solvent..

- Alternatively the compound of general formula (1) in
whlc:h R7 is hydrogen may be alkylated by reductive
alkylation 1,e. by treatment with an aldehyde and hydro-
gen in presence of.a hydrogenation catalyst. A pre-
ferred method of cycloalkyl-methylating involves re-
acting the N-unsubstituted compound with a cycloalk-
ylcarbonyl chloride to give an intermediate N-carbonyl
cycloalkyl compound which may be reduced with, for
example, a hydride transfer agent.

A compound of general formula (I) in which R2is a
hydrogen atom can be obtained from a corresponding
compound in which R? is lower alkyl, lower alkox-
ymethyl or benzyl by splitting off the ether group in

~ known manner, e.g. by treating the lower alkyl or ben-
- zyl ether with hydrogen bromide or boron tribromide,

by treating the lower alkyl ether with
diisobutylaluminium hydride or by subjecting the ben-
zyl ether to hydrogenolysis or by treating the (lower)al-
koxymethyl ether with dilute acid. Similarly a com-
pound of general formula (I) in which R7is benzyl may
be hydrogenolysed to a compound of general formula
(I) in which R7 is hydrogen which, if desired may then
be “alkylated” as hereinbefore described. Compounds

‘in which R7is lower alkyl, particularly methyl may also

be dealkylated to compounds in which R’ is hydrogen,
e.g. by reaction with ethyl-,phenyl-,vinyl- or 2,2,2-tr1-
chloroethyl-chloroformate followed by removal of the
resulting N-substituent with, for example, dilute acid or
zinc and acetic acid or basic conditions as appropriate.

A compound of general formula (I) in which R2 is
hydrogen can be acylated (e.g. with acetic anhydride)
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to give a corresponding compound in which R2 is an
acyl group such as a lower alkanoyl radical.

Two or more of the above mentioned processes for
interconverting the compounds of general formula (I)
may, if desired, be carried out consecutively. In some 5
instances it may be necessary to protect one or more of
the functional groups on the molecule while reaction
occurs at another functional group and then subse-
quently remove the protecting group or groups. -

The preferred compound of general formula (II) is
one in which X represents oxo and X! represents

10

RO
yd
AN
|

15

This compound may be prepared by cyclisation of :a
haloamide of general formula (III) -

R

R4TZ HO .

0PN . |
wherein R1, R3, R4, Rband R7 are as defined above, R?
is lower alkyl, (lower)alkoxymethyl or benzyl, and Z is
bromo or chloro. If desired the R? group [lower alkyl,
(lower)alkoxymethyl or benzyl] in the resulting amide
of general formula (II) may be converted into another
RZ group (hydrogen or acyl) by selection of a suitable
method from the methods described above in conneéc-
tion with the interconversion of the R? group in com-
pound I. Again, if desired, an amide of formula (II)

where R#is hydrogen may be alkylated to give an amide
where R% is lower alkyl e.g. by reaction with a lower

20
(I11)
OR?

25

30

alkyl halide to presence of a strong base. Examples of 40

strong bases are given hereinbelow.
The cyclisation of the haloamide of general formula

(III) may be carried out with a basic-agent such as an
alkali metal hydride or alkali metal hydroxide. The

haloamide 1s preferably prepared by condensing an 45
a-halo acid halide of general formula (IV)
Rz (IV)
R‘*j\/ 50
0"\ ,

where R3, R4, and Z are a.s deﬁned above and Z1 i_s-

chloro or bromo with an aminoalcohol of general for- 55
mula (V)

OR "2 . | (V)

60
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4
where R!, R?, R® and R7 are as defined above. The
condensation can be carried out In presence of a basic
condensing agent, e.g. trlethylamme. It 1s not necessary
to purify the haloamide (III) from the reaction mixture;
the crude compound can be cyclised directly to the
compound (I1) where X is oxo and X! is

RO
/

N\
H

The a-halo acid halide (IV) and the aminoalcohol (V)
are known compounds or can be prepared by methods
known for analogous compounds. A preferred method
for preparing the aminoalcohol (V) involves reaction of
an oxiran of general formula (VI)

(VI)

with an amine of general formula

R'—NH, VID

35

The amldes of genera] formula (IT) in which X1 repre-
sents 0Xo and X 18

may'be prepared in an analogous manner to that de-
scribed above for amides in which X represents oxo and
X1is

e.g. by cyclisation of a haloamide of formula

1 OR? M
RS R
| OHZ

R4
H '--...

S

RS N O
)

(where R, R?, R3, R4, R5, R7 and Z are as defined
above). Alternatively a compound of general formula
(VIII)
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(where R?, R3, R4, R>and R7 are as defined above) may
be alkylated (e.g. with a lower alkyl halide in presence
of a strong base such as sodamide, lithium diisopropyla-
mide lithium tetramethylpiperidide, bromomagnesium
dnsopropy]amlde or N-tertiarybutylcyclohexylamide)
to give the desired amide of general formula (II). The
compound of general formula (VI1II) may be prepared
in an analogous manner to that described above for the
preparation of the amide of general formula (II) in
which X is oxo e.g. by condensation of an appropriate
a-halo acid halide with an appropriate aminoalcohol.
The compounds of formula (IT) in which X and X! are
both oxo may be prepared by reacting a dicarboxylic
acid of general formula

where R2, R3 and R# are as defined above and R is
hydrogen or lower alkyl with ammonia or with an
amine of formula NH2R7 and where R!" is hydrogen
C-alkylating the product to give a compound 1in which
R1is lower alkyl. Reaction with ammonia gives a com-
pound of formula (I1) in which R7is hydrogen which, if
desired, may be alkylated to give a compound in which
R7is lower alkyl. The C-alkylation may be carried out
with a lower alkyl halide in presence of a strong base.
Examples of strong bases are given above.

In an alternative method for preparing the com-
pounds of general formula (I) in which R’ is hydrogen,
lower alkyl or aryl(lower)alkyl a diol of general for-

mula (IX)

3
R OoH HO
R4 |
Rﬁi )
Ho )
R?

wherein R1, R2, R3, R4 RS, R% and R7 are as defined
above, is cyclodehydrated. Preferably R3 and/or R#is
hydrogen. The cyclodehydration may be effected under
acidic conditions e.g. with hydrochloric, hydrobromic
or sulphuric acid. Under certain conditions (e.g. reflux-
ing with concentrated hydrobromic acid) a lower alkyl
R2 group in the diol (IX) may be cleaved to give a
product (I)in which R2is hydrogen. The diol of general
formula IX may be prepared by reacting an oxiran of
general formula (V1) gwen above w1th a hydroxyamme
of general formula (X) - o |

(1X)
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R3 (X)
OH
R4
RS NH
| II?. ,

or by reacting an oxiran of general formula

with a hydroxyamine of general formula

R2, R3, R4, R5, R% and R7 are as defined
above. |
If any of the processes described above the com-
pound of the invention is obtained as an acid addition
salt, the free base can be obtained by basifying a solution
of the acid addition salt. Conversely, if the product of
the process is a free base a pharmaceutically acceptable

“acid addition salt may be obtained by dissolving the free

base in a suitable organic solvent and treating the solu-
tion with an acid, in accordance with the conventional
procedures for preparmg a(':ld addition salts from base
compounds.

Examples of acid addition salts are those formed from
inorganic and organic acids; such as sulphuric, hydro-
chloric, hydrobromic, phosphoric, tartaric, fumaric,
maleic, citric, acetic, formic, methane- sulphomc and
p-toluenesulphonic acids.

The compounds of the invention possess one or more
asymmetric carbon atoms and the compounds may be in
the form of the pure enantiomorphs or mixtures of such
enantiomorphs, such as racemates and diastereoisomers.
If for example R3 and R4 are different but R>and R¢are
both hydrogen the compounds possess two asymmetric
carbon atoms and mixtures of such diastereoisomers
may be separated by chromatography (e.g. high pres-
sure liquid chromatography) or fractional crystallisa-
tion. The ratio of the diastereoisomers in the mixture

‘may be affected by the choice of reagent used in the

cyclisation process to produce the starting materials or
final compounds. Optical 1somers may be prepared by
resolving a racemic mixture by standard methods de-
scribed in the literature. The racemate may be prepared
by any of the processes outlined above. It is to be under-
stood that the resolution may be carried out on the
racemic mixture of the final desired product or it may
be carried out on a racemic precursor of the desired
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compound provided further chemical reaction does not
cause racemisation.

In any of the above processes the reaction conditions

are chosen having regard to the reactivity and stability
of the substituents, such that the desired product is
obtained. |

The novel compounds of the 1nventlon possess phar-
macological activity, in particular analgesic activity
and/or opiate antagonistic activity as indicated by stan-
dard pharmacological testing. For example one of the
isomers of 2-ethyl-2-(3-hydroxyphenyl)-4,6-dimethyl-
morpholine (*isomer B” in Example 5 below), a repre-
sentative compound of the invention produced analge-
sia in 10 rats out of 10 at a dosage of 25 mg/kg subsu-
taneously in a rat tail flick method (based upon D’A-
mour and Smith, J. Pharmacol., 1941, 72, 74). The same
“compound n a phenylbenzoquinone-induced writhing
test (based upon E. Siegmund et al, Proc. Soc. exp. Biol.
Med., 1957, 95, 729-731) had an EDsg of 0.66- mg/kg
subcutaneously. The compound has an EDsg of 1.9
mg/kg subcutaneously in a procedure for opiate antago-
nistic activity based upon Aceto et al, Brit. J.Pharmac.,
1969, 36, 225-239. Some of the compounds are useful as
intermediates for other compounds of the invention by
methods described above.

The invention provides a pharmaceutical composi-
tion comprising a compound of general formula (I) or a
pharmaceutically acceptable salt thereof in association
with a pharmaceutically acceptable carrier. Any suit-
able carrier known in the art can be used to prepare the
pharmaceutical compositions. In such a composition,
the carrier may be a solid, liquid or mixture of a solid
and a liquid. Solid form compositions include powders,
tablets and capsules. A solid carrier can be one or more
substances which may also act as flavouring agents,
lubricants, solubilisers, suspending agents, binders or
tablet-disintegrating agents; it can also be an encapsulat-
ing material. In powders the carrier is a finely divided
solid which is in admixture with the finely divided ac-
tive ingredient. In tablets the active ingredient is mixed
with a carrier having the necessary binding properties
in suitable proportions and compacted in the shape and
size desired. The powders and tablets preferably con-
tain from 5 to 99, preferably 10-80% of the active ingre-
dient. Suitable solid carriers are magnesium carbonate,
magnesium stearate, talc, lactose, pectin, dextrin,
starch, gelatin, tragacanth, methylcellulose, sodium
carboxymethyl cellulose, a low melting wax, and cocoa
butter. The term ‘“‘composttion” 1s intended to include
the formulation of an active ingredient with encapsulat-
Ing material as carrter to give a capsule in which the
active ingredient (w1th or without other carrlers) 1S
surrounded by the carrier, which is thus in association
with it. Similarly cachets are included. -

Sterile liquid form compositions include sterile solu-
tions, suspensions, emulsions, syrups and elixirs. The
active ingredients can be dissolved or suspended in a
pharmaceutically acceptable sterile liquid carrier, such

as sterile water, sterile organic solvent or a mixture of

both. Preferably a liquid carrier is one suitable for par-
enteral injection. Where the active ingredient is suffi-
ciently soluble it can be dissolved in normal saline as a
carrier; 1f 1t is too insoluble for this it can often be dis-
solved in a suitable organic solvent, for instance aque-
ous propylene glycol or polyethylene glycol solutions.
Aqueous propylene glycol containing from 10 to 75%
of the glycol by weight is generally suitable. In other
instances other compositions can be made by dispersing
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3

the finely-divided active ingredient in aqueous starch or
sodium carboxymethyl cellulose solution, or in a suit-
able oil, for instance arachis oil. Liquid pharmaceutlcal
compositions which-are sterile solutions or suspensions
can be utilised by intramuscular, intraperitoneal or sub-
cutaneous injection. In many instances a compound is
orally active and can be administered orally either 1n
liquid or solid composition form. |

Preferably the pharmaceutical comp031t10n 1S 1n unit
dosage form, e.g. as tablets or capsules. In such form,
the composition is sub-divided in unit doses containing
appropriate quantities of the active ingredients; the unit
dosage forms can be packaged compositions, for exam-
ple packeted powders or vials or ampoules. The unit
dosage form can be a capsule, cachet or tablet itself, or
it can be the appropriate number of any of these in
package form. The quantity of the active ingredient in a
untt. dose of composition may be varied or adjusted
from 5 mg. or less to 500 mg. or more, according to the
particular need:and the activity of the active ingredient.
The 1nvention also includes the compounds in the ab-
sence of the carrier where the compounds are in unit
dosage form. |

‘The following Examples illustrate the invention.

EXAMPLE 1
2-Ethyl-2-(3-methoxyphenyl) oxiran

A solution of trimethylsulphoxonium iodide (88.3 g;
0.4 mole) in dry dimethylsulphoxide (500 ml) was
slowly added to sodium hydride (9.6 g; 0.4 mole) in an
atmosphere of nitrogen, with vigorous stirring, the tem-
perature not being allowed to exceed 10° C. After two
hours, evolution of hydrogen was essentially complete.
Maintaining the temperature, the grey mixture was
treated -with suspension of 3-methoxypropiophenone
(48 g; 0.293 mole) in dry dimethylsulphoxide (100 ml).
The mixture was stirred at ambient temperature for 15
hours, and then at 50° C. for 1 hour. The cooled mixture
was treated with water (250 ml), and then shaken with
two portions of ether (400 ml). The ether layers were
washed with water and dried over magnestum sulphate,
giving a residual 67 g of 90% pure epoxide title com-
pound. Distillation gave 31 g of title compound bp (1
mm) 80°-86° C. .

EXAMPLE 2

a-Ethyl-(3-methoxy)-a-[(methylamino)methyl]benzene
methanol

2-Ethyl-2-(3-methoxyphenyl)oxiran (10.4 g) was
heated with 33% ethanolic methylamine (50 ml) in a 300
m] bomb at 90° C. for 5 hours. The oil that remained
after removal of solvent was dissolved in ether (200 ml)
and acidified with ethereal hydrogen chloride. The

- white precipitate was crystallised twice from isopropyl

alcohol to give the title compound as the hydrochloride
(6.4 g; mp 180°-82" C.).

Analysis: Found: C,58.8; H, 8.5; N, 5.8%;
C12H19N02HCI requlres C, 58.68: H, 8.2: N 5.7%.

EXAMPLE 3

6- Ethyl 6 -(3-methoxyphenyl)-2,4- dlmethyl 3- morphoh-
~ none

(a) A .solution of a-ethyl-(3-methoxy)-a-[(me-
thylamino) methyljbenzene methanol (20.9 g, 0.1 mole)
and triethylamine (13 9mi, 0.1 mole) in dry toluene (200
ml) was treated at 0°~5° C. with, a solution of 2-bromo-
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propionylbromide (21.6 g, 0.1 mole) in'toluene (100 ml).
The mixture was stirred for 1 hour at ambient tempera-
ture and then washed with 2 M hydmchlorlc acid
(2 X 50 ml), with water (2 X50 ml), and dried (MgSOys).
Removal of solvent left 33.0 of crude N-[2-hydroxy-2-
(3-methcxyphenyl)butyl]-N-methyl 2-bromopropiona-
mide.

(b) A solution of the bromoamide (33 g) in dry tolu-
ene (100 ml) was added to sodium hydride (7.2 g; 0.3
mole) in dry dimethylformamide (200 ml) such that the 1
temperature did not exceed 10° C., in an atmosphere of
nitrogen. After heating at 90° C. for 1} hours the mix-
ture was cooled and carefully poured on to 1500 ml of
water. The toluene layer was separated, and the aque-
ous layer shaken with toluene (2X 800 ml). The com-
bined toluene layers were washed with water (2} 1000
m}) and dried (MgSQO4). Removal of solvent left the title
compound (24.1 g) as an orange oil. A small quantity
was distilled to provide an analytical sample (bp 140°-7°
C.; 0.35 mm). Chromatography showed that the prod-
uct contained diastereoisimer A (apparently 2R*, 6R*
configuration) and diastereoisomer B (apparently 2R*,
6S* configuration) in the ratio of about 2:1. |

‘Analysis:

Found: C, 68.1: H, 8.3; N, 4.8%:; C15H21NO3 requires
C684H804N532% | .

(c) The crude bromamide from step (a) (91 g) in iso-
propyl alcohol (250 ml) was added dropwise to a stirred
solution of sodium hydroxide (10 M 56 ml) in 1sopropyl
alcohol (450 ml) between 10°~15° C. After about 1 h. at
room temperature the isopropyl alcohol was removed
under reduced pressure, the product diluted with water
. and extracted into ether. The organic extracts were
washed with water and 2 M hydrochloric acid. After
drying (MgSQy4) the solvent was removed to leave an
- oil which on distillation afforded 55.4 g, of a viscous
colourless liquid b.p. (at 1 mbar) 162°-164" C. gic
showed that the product contained 47% diastereoiso-
mer A (apparently 2R*, 6R* configuration) 53% dia-
stereoisomer B, (apparently 2R*, 6S* configuration).

| EXAMPLE 4
2 Ethyl- 2 (3 methoxyphenyl) 4,6- d:methylmorpholme

6-Ethyl-6-(3-methoxyphenyl)-2,4-dimethyl-3-mor-
pholinone (4.5 g, 0.017 mole) in dry ether (100 ml) was
added to a suspension of lithinm alumimum hydride (3.0
g) in dry ether (100 ml) and the suspension refluxed for
6 hours. After stirring at ambient temperature over-
nlght the cooled mixture was treated with a solution of
potassium sodium tartrate (40 g) in water (200 ml). The
ether layer was combined with two 100 ml ether ex-
tracts from the aqueous layer. The ether layers were
washed with water (50 ml) and dried (MgS0y). Re-
moval of solvent left a pale, pungent oil (3.5 g) contain-
ing a mixture of diastereoisomers. The isomers were
separated by chromatography on silica eluting with
ethyl acetate and the resulting bases were converted to
theu' hydrochlorldes

~ Title compound hydmchlorlde (Isomer A, appar-
ently of 2R*, 6R* configuratlon) m.p. 221°-222°,

~Analysis: Found: C, 63.1; H, 8.7, N, 4.8%;
C15H23N02HC1 requ1resC 631 H, 85 N 4.9%.

- Title compound hydrochlorlde (Isomer B, apparently
of 2R*, 6S* configuration), m.p. 188°-190° C.

Analysis: Found: C, 62.9; H, 37, N, 4 9%
C15sH23NO32.HCI requires C, 63.1; H, 8.5; N, 4.9%.
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. - EXAMPLE 5
2-Ethyl-2 (3-hydroxyphenyl)-4,6-dimethylmorpholine
(a) Isomer A

2-Ethy1-2-(3»methoxyphenyl)-4,6-dimethylmorpho-
line (7.0 g) was refluxed for 2.5 hours with aqueous 48%
hydrobromic acid (50 ml). After removal of the solvent
under reduced pressure the residue was re-evaporated

0 using isopropyl alcohol to remove last traces of HBr

and water. Fractional crystallisation of the residue (10.5
g) from isopropyl alcohol/ether gave 1.53 g of 95%
stereochemically pure title compound isomer A hydro-
bromide (m.p. 241°-5° C.). |

- Analysis: Found: C, 53.0, H, 7.2; N, 4.05%;
C14H21NO2HBTr requires: C, 53.2; H, 7.0; N, 4.4%.

NMR data indicate that Isomer A is apparently the
(2R*, 6R*)-2-ethyl-2-(3-hydroxyphenyl)-4,6-dimethyl-
morpholine compound: | |

I'H NMR of the hydrobromide in MeOH-d4 (60 MHz-
Varian EM 360 instrument).

Signals are given as: chemical shift (6in p.p.m. from
tetramethylsilane internal standard), multiplicity (s-
singlet, d-doublet, t-triplet, g-quartet, m-multiplet, dd-
doublet of doublets, dt-doublet of triplets), coupling
constants in Hz, assignment. 0.75, t, 7 Hz, CH3CHj-;
1.25, d, 6 Hz, 6 Me; 1.75, q, 7 Hz, CH3CHj-; 2.8, t, 12
Hz, HS axial; 2.95, s, 4 Me; 3.1, d, 12 Hz, H3 axial; 3.2,
d, 12 Hz, H5 equatorial; 3.9, m, H6 axial; 4.35, dd, 12 Hz
and 2 Hz, H3 equatorial; 6.8-7.4, m, aromatic protons.

(b) Isomer B

A further 6.6 g of the methyl ether was demethylated
as described above. The residue was crystallised from
isopropyl alcohol (100 ml), to give 3.23 g of white crys-
tals, that proved to be 88% isomer A. The mother li-
quor (containing 57% isomer B) was basified with 0.880
ammonia. The residue on evaporation was crystallised
from 30 ml of acetonitrile (filtering hot) to give 1.17 g of
the phenol as white crystals (91% isomer B). The phe-
nol was converted to the hydrobromide in isopropyl
alcohol (30 ml), and on cooling white crystals (0.9 g) of
the title compound isomer B hydrobromide were pre-
cipitated (m.p. 222°~26° C.), 99% pure by GLC.

Analysis: Found: C, 53.5; H, 7.4; N, 4.4%;

Ci14H21NO;HBFr requires: C, 53.2; H, 7.0; N, 4.4%.
- Melting point of the hydrochloride: 259°-261° (de-
comp) NMR data indicate that isomer B is apparently
the (2R*, 6S*)-2-ethyl-2-(3-hydroxyphenyl)-4,6-dime-
thylmorpholine compound:

I'H NMR of the hydrochloride in MeOH-d4 (60 MHz-
Vartan EM360 instrument).

0.6,t, 7 Hz, CH3CHj>; 1.3, d, 6 Hz, 6 Me; 1.8, m, and
2.8, m, CH3CHj; 2.7, m, H5 axial; 2.8, m, H3 axial; 2.9,
s, 4 Me; 3.45, dt, 12 Hz and 2 Hz, HS5 equatorial; 3.8, dd,
12 Hz and 2 Hz, H3 equatorlal 4.2, m, H6 axial; 6.8-7.3,

m, aromatic protons.

EXAMPLE 6

N-[2-Hydr0xy-2«-(3-methoxyphenylbutyl]-N-methyl 2-
- bromoacetamide

Bromoacetyl bromide (1.8 ml) was added dropwise to
a-ethyl-(3-methoxy)-a-[(methylamino)methyl]benzene
methanol (4.15 g) and triethylamine (2.76 ml) in methy-
lene chloride (50 mil) at such a rate as to keep the tem-
perature below 10° C. After stirring at ambient tempera-
ture for 30 minutes the solution was washed with 2 N



il
HCl (20 ml) and water (20 ml) and dried over magne-
sium sulphate. Removal of the solvent left the crude
title compound, which was used in Example 7 w1th0ut
further purification (6.4 g).

EXAMPLE 7

6-Ethyl-64-(3-methoxyphenyl) 4—methyl-3-‘m0rphcili-
none

The crude product from Example 6 (6.4 g. 0. 02 mol.)
in dry toluene (30 ml) was added dropwise to a suspen-
sion of sodium hydride (1.4 g, 0.058 mol.) in dry dimeth-
ylformamide (100 ml) at 5° C., and the mixture heated at
80" C. for 30 minutes. The cooled mixture was poured
on to water (200 ml) and shaken with toluene (4 x50
ml).
(2 <100 ml) and dried over magnesium sulphate, giving
the title compound (2.6 g.).

-~ EXAMPLE 8
2-Ethyl-2-(3-methoxyphenyl)-4-methylmorpholine

6-Ethyl-6-(3-methoxyphenyl)-4-methyl-3-morpholi-
none (3.6 g) in dry ether (100 ml) was added to a suspen-
ston of lithium aluminium hydride (1.7 g) in ether (100
ml) and the suspension refluxed for 5 hours. The cooled
mixture was treated with water (100 ml) containing
potassium sodium tartrate (25 g). The ether layer was
combined with two more ether extracts from the aque-
ous layer, and then washed with water and dried
(MgSQy4). The solvent was removed to leave an oil (3.6
g). This was dissolved in isopropyl alcohol (50 ml) and
acidified with ethereal hydrogen chloride. On cooling
white crystals of the title compound as the hydrochlo-
ride were obtained (2.38 g, m.p. 214°-215° C.).

Analysis: Found: C, 62.15; H, 8.22; N, 4.89%.
Ci14H21NO2.HCI requires C, 61.87; H, 8.16; N, 5.15%.

EXAMPLE 9
2-Ethyl-2-(3-hydroxyphenyl)-4-methylmorpholine

2-Ethyl-2-(3-methoxyphenyl)-4-methylmorpholine
(4.0 g, 0.015 mol) was refluxed for 2.5 hour with aque-
ous 48% hydrobromic acid (50 ml). The residue on
evaporation was dissolved in 2 M sodium hydroxide (50
ml) and the non-phenolic material (about 1.0 g) ex-
tracted with ether. The aqueous layer was neutralised
with solid ammonium chloride and the phenol extracted
with ether/chloroform. The residue on removal of the
solvents (1.3 g) was dissolved in isopropyl alcohol and
treated with 40% aqueous HBr. The residue on evapo-
ration crystallised from isopropyl alcohol as the hydro-
bromide hemi-isopropanolate of the title compound
(1.24 g, m.p. 99°-104° C.). | N

Anaysis: Found: C, 52.0, H, 7.24; N, 3.8%;
C13H19NO2.HBr 3(C3H70H) requires C, 52.41; H, 7.28;
N, 4.2%. |

EXAMPLE 10
2-(3-Methoxyphenyl)-2-methyloxiran

Trimethyloxosulphonium iodide (100 g, 0.45 mole)
was added as a slurry in dimethylsulphoxide (100 ml) to

a stirred cooled suspension of sodium hydride (22.6 g of

a 50% dispersion of o1l, washed free from o1l with ether)
under nitrogen, keeping the internal temperature at 20°
C. by 1ce-cooling. After stirring at room temperature
for 1 hour 3-methoxyacetophenone (45 g, 0.3 mole) was
added in a 1:1 mixtures of dry tetrahydrofuran-dime-
thylsulphoxide (100 ml). The reaction mixture was
slowly heated to 50° C. over 1 hour and this tempera-

The toluene layers were washed with water
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ture  was maintained for 1 hour. The mixture was
cooled, poured on to ice water and extracted with ether
(4 X 150 ml). The combined extracts were washed with
brine, dried (MgSQO4) and evaporated to an oil (34.0 g)
and used crude for the preparation of (3-methoxy)-a-
methyl-a[(methylamino)methyl]benzene methanol.

EXAMPLE 11

(3-Methoxy)-a-methyl-a-[(methylamino)methyl]ben-
- zene methanol

2-(3-Methoxyphenyl)-2-methyloxiran (34.0 g) was
stirred with aqueous methylamine (100 ml, 33%) and
alcoholic methylamine (200 ml, 33%) overnight at am-
bient temperature. The mixture was evaporated to an oil
under reduced pressure, dissolved in hydrochloric acid
(2 M) and extracted with toluene. After basifying the
aqueous acid with sodium hydroxide (5 M) the basic oil
was extracted with toluene and dried (MgSOg4). The
solvent was removed under reduced pressure to leave
the title compound as an 0il (27.7 g). The hydrochloride
was formed in isopropyl alcohol-ethereal hydrogen
chloride, m.p. 155°-156° C. (Found: C, 57.55; H, 8.3; N,
5.8% C11H17NO7HCI requires C, 57.0; H, 7.8; N, 6.0%.

EXAMPLE 12
6-(3- Methoxyphenyl) 2,4,6- trlmethyl -3-morpholinone

2-Bromopr0p10ny]bromlde (28.7 g, 0.13 mole) in di-
chloromethane (100 ml) was added dropwise with stir-
ring to a solution' of (3-methoxy)-2-methyl-2-[(me-
thylamino)methyl]benzene methanol (25.9 g, 0.13 mol)
and triethylamine (13.5 g) in dichloromethane (200 ml)
keeping the temperature of the reaction between
10°-15" C. by ice-cooling. After 2 hours the reaction
was washed with water, dilute hydrochloric acid and
brine, dried (MgS04) and evaporated to an oil (46.9 g).
The last traces of dichloromethane were removed from
the oil by evaporation with toluene. The oil was dis-
solved in dry toluene (200 m!) and added dropwise to a
stirred suspension of sodium hydride (9.6 g, 0.2 mole of
a 50% dispersion 1n oil pre-washed with ether) in dry
dimethylformamide (200 ml) under nitrogen. The exo-
thermic reaction which took place was kept at 35° C. by
adjusting the rate of addition. When the addition was
completed the reaction mixture was heated to 85° C. for
20 min. The reaction mixture was cooled and cautiously
added to ice water (300 ml). The mixture was extracted
with toluene and the organic extracts washed with di-
lute hydrochloric acid™ then brine. After drying
(MgSQOy) the solvent was removed to leave an oil which
was distilled atfording the title compound (25.8 g) as a
colourless o1l, bp 148°-149" at 0.7 mbar. Glc showed
that the product was a mixture of diastereoisomers con-
taining isomer “‘A (apparently 2R*6R* configuration)
65% and isomer B (apparently 2R*6S* configuration)
35% by glc.

EXAMPLE 13
2-(3-methoxyphenyl)-2,4,6-trimethylmorpholine

The above mixture of 1somers of 6-(3-methoxy-
phenyl)-2,4,6-trimethyl-3-morpholinone (15.8 g) in dry
cther (50 ml) was added dropwise to a stirred suspen-
sion of lithium aluminium hydride (4.0 g) in ether (250
ml). After heating under reflux for 3 hours the reaction
mixture was cooled and the complex decomposed by

the cautious, successive addition of water (4 ml), 2 M
sodium hydroxide (8 ml) and anhydrous MgS0O4. The
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inorganic material was filtered off and the filtrate re-

moved under reduced pressure affording 15 g of oil.
The diastereoisomers were separated on a column of

Woelm silica activity 1, eluting with ethylacetate giving

the isomer A (apparently 2R* 6R* configuration) (8.95 >

g) and the 1somer B (apparently 2R * 6S* configuration)

| The two"*dlasteremsomers were converted to their

crystalline hydrochlorides for characterisation.

Isomer A (apparently 2R*6R* configuration) mp
215°-218° C. Found: C, 61.3; H, 8.2; N, 5.2%.

Isomer B (apparently 2R*6S* configuration) mp
238°-239° C. Found: C, 61.9; H, 84; N, 5.1%
C14H21NO,HCI requires C, 61.9; H, 8.2; N, 5.15%.

EXAMPLE 14

(a) 2- (3-Hydroxyphenyl) -2,4, 6 trimethylmorpholine
(Isomer A)

2-(3-methoxyphenyl)-2,4,6- trlmethylmorphohne (Iso-
mer A) (2.03 g) was heated under reflux with redistilled
constant boiling hydrobromic acid (15 ml). After cool-
ing and diluting with water the reaction was basified
with conc. aqueous ammonia to give an oil which solidi-
fied affording 1.34 g of granular solid. The sohid was
recrystallised from toluene/light petroleum (bp
60°-80°) affording 1.03 g of feathery needles mp
150°-151° C. (Found: C, 70.9; H, 8.6; N, 6.2.
Ci3H19NO; requires C, 70.55; H, 8.65; N, 6.3%). NMR
data indicate that the product apparently has the
(2R*,6R *)-configuration.

(b) 2-(3-Hydroxyphenyl)-2,4,6-trimethylmorpholine
(Isomer B)

2-(3-methoxyphenyl)-2,4,6-trimethylmorpholine hy-
drochloride (Isomer B) (2.49 g) was heated under reflux
with redistilled constant boiling hydrobromic acid (20
ml) under nitrogen for 1 hour. After cooling and dilut-
ing with water to 40 ml the mixture was basified with
conc. agueous ammonia. The oil which precipitated was
extracted with dichloromethane. After drying (MgSQO4)

the solvent was removed affording a colourless oil

which gave 1.16 g of colourless rhombs mp 142°~143°
C. from toluene. (Found C, 70.6;: H, 8.7; N, 6.05%.
Ci3H9NO; requires C, 70.55; H, 8.65; N, 63% NMR
data indicate that the product apparent]y has (2R ¥,
6S*)-configuration.

EXAMPLE 15

a-Ethyl-a-[N-(2-hydroxypropyl)aminomethyl]-3-
methoxybenzene methanol

2-Ethyl-2-(3-methoxyphenyl)oxiran (14 g, 0.079
mole) and 1-amino-2-propanol (100 g., 1.33 mole) wee
refluxed with ethanol (50 ml) for 12 hours. The solvent
and excess aminopropanol was removed under reduced
pressure. The residue was dissolved in methanol (80 ml)
and acidified with ethereal hydrogen chloride. The
methanol was evaporated and the residue taken up in
water (250 ml). Non-basic material was extracted by
shaking the aqueous solution with three portions of 100
ml of ether. The aqueous layer was neutralised with a
large excess of 0.880 ammonia, and reextracted with
ether (3:X 100 ml). The ether layers were washed with
water and dried (MgSQOj4). Removal of solvent left the
title compound in 98% purity (12.3 g).
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EXAMPLE 16

- 2-Ethyl-2-(3-methoxyphenyl)-6-methylmorpholine

METHOD A The product from Example 15 (1.77 g,
0.007 mole) was treated dropwise at 0° C. with concen-

trated sulphuric acid (2.3 ml). The resulting green gum

was allowed to stand overnight at room temperature
and was then treated with 25 ml of crushed ice and after
thorough mixing, 50 ml of water. The solution was
neutralised with excess ammonia and the solution
shaken with ether (2X50 ml). The ether layers were
washed, and dried (MgSQ4) and evaporated to give 360
mg of the title compound as a 50:50 mixture of diastere-
OISOmETS. |

METHOD B (a) 2-Ethyl-2-(3-methoxyphenyl)oxiran
(25 g, 0.14 mol) in ethanol (50 ml.) was heated with
0.880 ammonia (60 ml.) in a 300 ml. bomb at 90" C. for
16 hours. The residue on evaporation was dissolved in
methanol and acidified with concentrated hydrochloric
acid. The methanol was evaporated and the residue
dissolved in 2 M hydrochloric acid (300 ml.) and shaken
with toluene (2 X200 ml). The aqueous layer was basi-
fied to pH=14 with 5 M sodium hydroxide and the
amine extracted back into toluene (2X200 ml). The
toluene layers were dried (MgSQ4) and evaporated to
give a light brown oil. This was dissolved in isopropy]
alcohol (100 ml.) and acidified with ethereal hydrogen
chloride. On cooling, white crystals of a-(aminome-
thyl)-a-ethyl-(3-methoxy)benzene methanol hydrochlo-
ride were precipitated (11.5 g, mp 160°-65" C.).

Analysis: Found: C, 57.8; H, 8.2; N, 5.0%.
C11H17NO2HCI requires C, 57.02; H, 7.83; N, 6.04%.

(b) A solution of a-aminomethyl-a-ethyl-(3-methox-
y)benzene methanol (15 g, 0.077 mol) and triethylamine
(10.8 ml) in dichloromethane (100 ml) at 0° C. was
treated slowly with 2-bromopropionyl bromide (8.12
ml, 0.077 mol) over 30 min. After a further 2 h the
cooled mixture was treated with water (100 ml). The
dichloromethane layer was washed with 5 M hydro-
chloric acid (100 ml) and water, and dried over magne-
sium sulphate. The residue containing N-[2-hydroxy-2-
(3-methoxyphenyl)butyl]-2-bromopropionamide  (22.8
g) was used without further purification.

(c) A solution of N-[2-hydroxy-2-(3-methoxyphenyl)-

 butyl]-2-bromopropionamide (22.6 g) in dry dimethyl-
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formamide (50 ml) was added slowly to a suspension of
sodium hydride (6.7 g) in DMF (130 ml) at 8° C. The
mixture was heated at 90° C. for 2 h under nitrogen. The
cooled suspension was treated with water (200 ml) and
shaken with toluene (2100 ml). The toluene layers
were washed with water and dried over magnesium
sulphate giving an oil (15.8 g) that crystallised from
ether.

The crude 6-ethyl-6-(3-methoxyphenyl)-2-methyl-3-
morpholinone was added in ether to a cooled suspen-
sion of lithium aluminium hydride (12 g) in ether and
then refluxed for 6 h. A solution of potassium sodium
tartrate (132 g) in water (300 ml) was slowly added to
the cooled suspension. The ether layer was washed and
dried giving the title compound as a yellow oil (12.3 g).
Both this and the parent morpholinone were mixtures of
equal proportions of diastereoisomers in >95% purity.

EXAMPLE 17
2-Ethyl-2-(3-hydroxyphenyl)-6-methylmorpholine
2-Ethyl-2-(3-methoxyphenyl)-6-methylmorpholine

(2.63 g) was refluxed with aq 48% HBr (20 ml) for 2.5
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h. The residue on evaporation was re-evaporated from
1sopropyl alcohol several times, giving ultimately a
green gum (2.8 g), which was dissolved in methanol and
basified with 0.880 ammonia. The methanol and ammo-
nla were evaporated under reduced pressure and the
aqueous remammng was shaken with chloroform
(2100 ml). The chloroform layers were washed and
dried and evaporated, leaving an orange oil (8.4 g) that
crystallised from ethyl acetate (25 ml). The yellow hy-

groscopic solid was dissolved in isopropyl alcohol (15

ml) and acidified with ethereal hydrogen chloride. On
cooling crystals of the title compound hydrochloride
were obtained (0.85 g, mp 200°-205° C.). Gas-liquid
chromatography revealed the isomer ratio to be 20:1.

The free base was crystallised from acetonitrile giv-
ing an analytical sample.

Analysis: Found: C, 70.0; H, 9.0; N, 5.9%
C13H19NO3 requires C, 70.55; H, 8.65: N, 6.33%.

EXAMPLE 18
6-(3-Methoxyphenyl)-2,2,4,6-tetramethylmorpholine

6-(3-Methoxyphenyl)-2,4,6-trimethyl-3-morpholi-
none (4.9 g, 0.02 mol) 1n dry tetrahydrofuran (100 ml)
was added dropwise with stirring to lithium diiso-
propylamide (0.04 mol) in THF/hexane 1:1 (75 ml).
After stirring at room temperature for 20 mins iodome-
thane (5.6 g 0.04 mol) was added dropwise. After stir-

ring at room temperature for 2 h a further portion of

1odomethane (1 ml) was added and the reaction stirred
overnight. The reaction mixture was decomposed by
addition to a mixture of ice and hydrochloric acid, the
organic layer was separated and the aqueous extracted
with ether. After drying (MgSQO4) the solvent was re-
moved under reduced pressure to leave 5.6 g of colour-
less o1l of 6-(3-methoxyphenyl)-2,2,4,6-tetramethyl-3-
morpholone.

The crude product was dissolved in ether (50 ml) and
added dropwise to lithium aluminium hydride (2 g) in
ether (100 ml). After stirring at room temperature for 2
h the reaction mixture was decomposed by the addition
of water (2 ml) and 2 M sodium hydroxide (4 ml.) The
suspension was filtered and the basic material isolated in
ether. After drying (MgSQO4) the solvent was removed
to leave the title compound as an oil which was con-
verted to its hydrochloride salt (2.4 g) mp 218°-220°.

Analysts: Found C, 63.6; H, 89; N, 4.8%:
Ci15H23NO2HCI requires C, 63.0; H, 8.5: N 4.9,

EXAMPLE 19 |
2-(3—Hydr0xyphenyl)-2,4,6,6-tetramethylmorpho_line

6-(3-Methoxyphenyl)-2,2,4,6-tetramethylmorpholine
hydrochloride (1.4 g) was heated under reflux with
concentrated hydrobromic acid (20 ml) under nitrogen
for 3 h. The dark solution was reduced to small volume
under reduced pressure, diluted with water and neutral-
ised with ammonium hydroxide. The product was ex-
tracted into dichloromethane, dried over magnesium
sulphate and evaporated to an oil which crystallised
from toluene. The title base was converted to its hydro-
bromide salt by treatment in isopropyl alcohol with a
solution of hydrogen bromide in dry ether affording the
title compound as its hydrobromide (600 mg) mp
216°-217° C. |

Analysis: Found C, 53.2; H, 7.05; N, 4.3%:
C14H21NO2HBr requires C, 53.2; H, 7.0: N, 4.49.
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EXAMPLE 20

| 2—-Ethy1-2—(3Qmethoxyphényl)-4,6,6-trimethylm0rph0-

line

6-Ethyl-6-(3-methoxyphenyl)-2,4-dimethyl-3-mor-
pholinone (6.6 g, 0.03 mol) in dry tetrahydrofuran (20
ml) was added to a cooled stirred solution of lithium
duisopropylamide (0.06 mol) in THF /hexane 1:1 (70 ml)
under nitrogen. The mixture was stirred for 1 h at room
temperature and todomethane (8.5 g) was added. The
reaction was stirred overnight at room temperature
then poured on to a mixture of ice and concentrated
hydrochloric acid. The oil was extracted with dichloro-
methane, washed with water dried (MgSQ4) and evapo-
rated to an o1l [6-ethyl-6-(3-methoxyphenyl)-2,2,4-
trimethyl-3-morpholinone] (6.8 g).

The above oil in dry ether (50 ml) was added drop-
wise to a stirred suspension of lithium aluminium hy-
dride (3 g) in ether (150 ml). After stirring at room
temperature for 2 h the reaction mixture was decom-

posed by the addition of water (2 ml) and 4 M sodium

hydroxide solution (4 ml). After the addition of magne-
stum sulphate the reaction mixture was filtered and the
filtrate evaporated to a colourless oil (6.5 g). The oil

was dissolved in isopropyl alcohol and a solution of
‘hydrogen chloride in dry ether added to give the title

compound as the hydrochloride (5.88 g), fine white
needles mp 208°-10° C.

-Analysts: Found C, 63.7; H, 8.8, N 4.7%:
Ci6HasNOHCI requires C, 64.1; H, 8.7: N, 4.7%.

EXAMPLE 21

2-Ethyl-2-(3-hydroxyphenyl)-4,6,6-trimethylmorpho-
line

2-Ethyl-2-(3-methoxyphenyl)-4,6,6-trimethylmor-
pholine hydrochloride (1 g) was heated under N> and
under reflux with stirring with a solution of diisobutyl
aluminium hydride (15 ml of a 25% w/w solution in
toluene) for 24 h. The reaction mixture was cooled, and
decomposed by the cautious addition of a saturated
solution of potassium sodium tartrate. The toluene layer
was separated and the aqueous phase reextracted with
toluene. After the combined organic extracts were
washed with saturated sodium chloride solution they
were dried (MgSQg4) and evaporated to an oil which
gave 742 mg of crystalline title compound hydrochlo-
ride salt mp 185°~188° C. from isopropyl alcohol and a
solution of hydrogen chloride in dry ether.

Analysis: Found: C, 63.0; H, 85 N 4.9%:
Ci15H23NOzHCI requires C, 63.15; H, 8.5: N, 4.9%.

EXAMPLE 22

2-Ethyl-2-(3-methoxyphenyl)-4-methyl-6-phenylmor-
pholine

2-Chlorophenylacetylchloride (4.73 g, 0.025 mole) in
dichloromethane (20 ml) was added with stirring and
cooling to a solution of a-ethyl-3-methoxy-a-[(me-
thylamino)methyl] benzene methanol (5.35 g, 0.025
mol) and triethylamine (2.53 g, 0.025 mol) in dichloro-
methane (50 ml). After stirring at room temperature for
2 h the reaction mixture was washed with water and
dilute hydrochloric acid, dried (MgSQ4) and the sol-
vent removed under reduced pressure affording the
chloroamide as a dark oil (8.9 g).

The crude chloroamide (8.9 g) in isopropyl alcohol
(20 ml) was added dropwise with stirring to a solution
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of sodium hydroxide (10 M 6 ml) in isopropyl alcohol
(20 ml) at room temperature. After 1 h the isopropy!
alcohol was removed under reduced pressure, and the
resulting - oil extracted into dichloromethane. After
washmg with water and 2 M hydrochloric acid the
organic phase was dried (MgS0O4) and evaporated af-
fording 6.2 g of 6-ethyl-6-(3-methoxyphenyl)-4-methyl-
2-phenyl-3-morpholinone as an oil shown to be a mix-
ture of two diastereoisomers 60:40 by glc. |

The crude oil in ether was added to a suspension of 10

lithium aluminium hydride (3.0 g) in ether and stirred at
room temperature for 2 h. Water (3 ml) and 10 M so-
dlum hydroxide (3 ml) was then added, the precipitate
was filtered and washed with ether. After drying
(MgS0y) the solvent was removed to leave an 0il (6.0 g)
which was chromatographed on silica eluting with
ethylacetate/light petroleum (2:1).

The first diastereoisomer (Isomer A) to be eluted
from the column was the title compound of apparently
2R* 6R* configuration and it was converted to its
hydrochloride salt 2.34 g, m.p. 185°-188" C.

Analysiss Found C, 69.4; H, 7.5; N 4 1%;
C0H25NO2HCI requires C, 69.05; H, 7.5; N 4.0%.

The second product (Isomer B) eluted was the title
compound of apparently 2R*, 6S* configuration and 1t
was converted to its hydrochloride salt, (830 mg) mp
195°-196° C.

-~ Analysis: Found C, 69.3; H, 7.6; N 3.9%;
C20H25NOHCI requires C 69.05; H, 7.5; N 4.0%.

"EXAMPLE 23

2-Ethy1 2-(3-hydr0xyphenyl) 4-methy1 6-phenylmor-
pholine

(A) 2-Ethyl-2-(3-methoxypheny!)-4-methyl- 6-phenyl-
morpholine hydrochloride (isomer A from Example 22)
(1.0 g) was heated under reflux with concentrated hy-
drobromic acid (10 ml). After 1 h crystals of product
were deposited. After cooling the product was filtered
and washed with water. The product was recrystallised
from ethanol-—ether affording the title compound ap-
parently of 2R*, 6R* configuration (660 mg), mp
225°-256" C. | |

Analysis Found C 60.3;: H, 6.5: N, 3.9%; Ci9H723NO>
HBr requires C, 60.3; H, 6.4; N 3.7%.

(B) 2-Ethyl-2-(3-—methoxyphenyl) 4-methyl-6-phenyl-
morpholine hydrochloride (Isomer B from Example 22)
(607 mg) was heated under reflux with concentrated
hydrobromic acid (5 mi) for 1.25 h. On cooling crystals
and a dark gum separated. The hydrobromic acid was
removed under reduced pressure and the gummy prod-
uct re-evaporated with portions of isopropyl alcohol.
The product was recrystallised from isopropyl alcohol
to give the title compound of apparently 2R* 6S* con-
figuration (422 mg), mp 250°-252° C.

Analysis: - Found C, 60.5; H, 6.5, N, 3, 3%:
C19H23N02 HBr reqmres C, 60 3: H, 6.4; N 3.7%.

EXAMPLE 24 |
2-(3-Methoxyphenyl)- 2,4—d1methylm0rpho]ine

The title compound was prepared by a process analo-
gous to that of Examples 12 and 13 employing bromoa-
cetyl bromide (following the procedure of Example 6)
in place of 2-bromopropionylbromide. The title com-

pound was obtained as the hydrochlcrlde mp 245°-247°
(decomp.)
Analysis: Found C, 60.6; H 8.0; N, 5.3%;

C13H19N02HC1 requlres C 60.5; H 7. 8; N 5.4%.
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EXAMPLE 25 .
2-(3-Hydroxypheny)-2,4,-dimethylmorpholine

The title compound was obtained as the hydrochlo-
ride quarter hydrate, mp 204°-206° following a proce-
dure analogous to that of Example 9.

Analysis: Found: C, 58.2; H, 7.5; N, 5. 5%:

C12H17NO;HCI1.1H,0 requires: C, 58.1; H, 7.5; N 5.6%.

EXAMPLE 26
2-Ethyl-2-(3-methoxyphenyl-6-methylmorpholine

2-Ethyl-2-(3-hydroxyphenyl)-4,6-dimethylmorpho-
line (Isomer A of Example 4) (1.24 g) in 1,2-dichloroe-
thane (10 ml) was treated with vinyl chloroformate (0.6
ml) at room temperature. After 5 min. a colourless pre-
cipitate had formed. The mixture was heated to reflux
for 1 h. The mixture was then evaporated under re-
duced pressure, leaving an oil which crystallised on
standing to a grey-brown solid (1.54 g).

This solid was dissolved in toluene (75 ml) and fil-
tered. The filtrate was evaporated, leaving a pale brown
oil which slowly crystallised (1.34 g). This material was
recrystallised from cyclohexane (3 ml) giving 2-ethyl-2-
(3-methoxyphenyl)-6-methyl-4-vinyloxycarbonylmor-
pholine (apparently of 2R*, 6R* configuration) as co-
lourless crystals (0.87 g) mp 86°-88°.

Found: C, 66.7;: H, 7.5; N, 4.4; C17H23NO4 requires:

- C, 66.9; H, 7.6; N, 4.6%.

The above 4-vinyloxycarbonylmorpholine was dis-
solved in absolute ethanol (5 ml) containing 6 M ethe-
real hydrogen chloride (1 ml). The mixture was heated
to reflux for 2 h. Further 6 M ethereal hydrogen chlo-
ride (1 ml) was added and the mixture was heated to
reflux for a further 1 H, when TLC showed complete
conversion to a single more polar, basic product. The
solvent was removed and the residue was re-evaporated
with carbon tetrachloride (2X 10 ml). The residual oil
was triturated with ethyl acetate-ether to give a colour-
less solid which was recrystallised from ethyl aceta-
te—80°~100° petrol-methanol (trace) giving 2-ethyl-2-
(3-methoxyphenyl)-6-methyl morpoline hydrochloride,
(apparently of 2R*, 6R* configuration), as a colourless

solid (0.55 g), mp 130°-132°,

Found: C, 62.2;: H, 8.2; N, 4.7; C1aHNO>;HC(] re-
quires C, 61.9; H, 8.2; N, 5.13%.

EXAMPLE 27
2-Ethyl-2-(3-hydroxyphenyl)-6-methylmorpholine

2-Ethyl-2-(3-hydroxyphenyl)-4,6-dimethylmorpho-
line (Isomer A Example 4) (4.55 g), 2,2,2-trichloroethyl
chloroformate (3.0 ml 4.62 g) and potassium carbonate
(2.75 g) were heated together under reflux m I,2-
dichloroethane (175 ml) for 60 h. The cooled solution
was extracted with 2 M hydrochloric acid (3 X 100 ml)
and then with saturated brine (50 ml). The combined
aqueous phases were back extracted once with ether
(100 ml) and the combined organic phases were dried
(Na;S04) and evaporated, leaving the crude urethane as
a brown oil (7.1 g).

The crude urethane (7.1 g) was stlrred with zinc dust
(7.1 g) in 9:1 v/v acetic acid-water for 43 hr. at room
temperature. The excess of zinc was removed by filtra-
tion and washed with glacial acetic acid (25 ml). The
combined filtrate and washings were evaporated under
reduced pressure to ~ 10 mi and the residue was diluted
with water (25 ml) and made basic with 0.880 ammonia.
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The precipitated product was extracted into ether
(4X50 ml) dried (Na;SQO4) and evaporated leaving
crude 2-ethyl-2-(3-methoxyphenyl)-6-methylmorpho-
line (apparently of 2R*, 6R* configuration) as a clear
brown oil (3.19 g).

The above crude oil (2. 75 g) in toluene (50 ml) was
treated under nitrogen with di-isobutylaluminium hy-
dride (DIBAL-H) (25 ml/% 1n toluene, 48 ml) and the
mixture was heated to reflux for 20 h. TLC indicated
30% reaction after this time. Further DIBAL-H (1 M in
hexane, 105 ml) was added and the hexane solvent was
distilled out under nitrogen (3 h) until toluene distilled.
The residue was then refluxed for a further 38 h. The
mixture was cooled and stored overnight under nitro-
gen, and was then cooled in dry ice-acetone. Methanol
(8.5 ml) was added carefully dropwise resulting in vig-
- orous evolution of hydrogen and heat. When the reac-
tion subsided saturated ‘Rochelle salt solution (~3 ml)
was added dropwise. The mixture was then allowed to
warm slowly from —78° to 0° and further Rochelle salt
solution (100 ml) was added. An exothermic decompo-
sition again occurred and was controlled by replacing
the —78° bath. On re-warming, the exothermic reaction
was less vigorous and ultimately subsided. Further Ro-
chelle salt solution (300 ml), ether (200 ml) and toluene
(100 ml) were added  and the mixture was stirred for 2
hr. The phases then separated easily. The pH of the
aqueous phase was brought to ~8.5. The aqueous phase
was extracted with ether (4100 mi). The combined
organic phases were dried (Na;SO4) and evaporated,
giving a pink gum (2.86 g) which crystallised on seeding
and trituration with a little acetonitrile to give the title
compound as a pink solid, mp 75°-105",

The solid was converted to its hydrochloride to gwe
the title compound hydrochloride (apparently of 2R*,
6R* configuration) as pinkish crystals (1.91 g).

Analysis: Found: C, 604; H, 7.7, N, 5.4;
C13H19NOHCI requires C, 60.6; H, 7.8: N, 5.4%.
EXAMPLE 28
4-Cyclopropylmethyl-2-ethyl-2-(3-methoxyphenyl)-6-
methylmorpholine

2-Ethyl-2-(3-hydroxyphenyl)-6- methylmorphollne |
(product of Example 27) (1.3 g) was suspended in di-
chloromethane (20 ml) and triethylamine (1.7 ml) was
added. Cyclopropanecarbonyl chloride (0.54 ml, 0.63 g)
was added dropwise, causing an appreciable exotherm.
‘The mixture was sealed and allowed to cool spontane-
ously. After 2 min. the product started to crystallise,
and the solid was collected after 5 h and washed with
dichloromethane (2 X 10 ml). IR indicated the solid to
contain triethylamine hydrochloride, so it was dis-
solved in chloroform (200 ml) and washed with 2 M
HCl (25 ml), water (50 ml and saturated sodium chlo-
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the solvent gave a colourless solid (0.79 g, A).

The dichloromethane filtrate and washings were di-
luted to 70 ml and washed with 2 M hydrochloric acid
(2X25 ml), dried (Na;S04) and evaporated, leaving a
sohid (0.68 g,B). Solids (A) and (B) were combined and
recrystallised from methanol giving 4-cyclopropanecar-
bonyl-2-ethyl-2-(3-hydroxyphenyl)-6-methylmorpho-
line hemimethanolate (apparently of 2R*, 6R* configu-
ration) as colourless crystals (0.65 g) mp 228°-9°,

Found: C, 69.6; H, 8.0; N, 4.1; C;7H»3NOas. :CH30H
requires C, 69.5; H, 8.25 N, 4. 6% | |

The above 4-r::yCIOpmpan_e,carbonylmorphol_ine (0.73
g) and lithium aluminium hydride (0.25 g) were heated
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togéther to reflux in dry tetrahydrofuran (50 ml) for 4.5
h. The cooled mixture was treated with saturated so-
dium potassium tartrate solution (50 ml), stirred until
the aluminium salts dissolved, buffered to pH 7.8 with
saturated ammonium chloride solution (50 ml) and the
organic phase was separated. The aqueous phase was
extracted with ether (3 X50 ml) and the combined or-
ganic' phases were dried (Na;SO4) and evaporated,
leaving an oil containing traces of water. The oil was
reevaporated with toluene (100 ml) and ethanol (20 ml)
mixture, leaving a clear pale brown oil (0.77 g). This oil
was taken up in ethyl acetate (5 ml) and added to a
solution of toluene-p-sulphonic acid monohydrate (0.48
g) in warm ethyl acetate (15 ml). A crystalline solid
formed almost immediately and was collected, washed
with ethyl acetate (10 ml) and ether (10 ml), and dried,
giving 4-cyclopropylmethyl-2-ethyl-2-(3-methoxy-
phenyl)-6-methylmorpholine toluene-p-sulphonate salt
(apparently of 2R*, 6R* configuration) as fine colour-
less felted needles (0.96 g).

Found: C, 64.9; H, 7.6; N, 2.7: C17H>5NO>C7HgzO3S
requires C, 6.44; H, 7.4; N, 3.1%.

~ EXAMPLE 29
2,6-Diethyl-2-(3-methoxyphenyl)-4-methylmorpholine

2,6-Diethyl-6-(3-methoxyphenyl)-4-methyl-3-mor-
pholine, prepared by a process analogous to that of
Example 3 (a) and (c) using 2-bromobutanoylchloride
instead of 2-bromopropionylbromide, was reduced with
lithium aluminium hydride, by a process analogous to
that of Example 4 to glve the title compound as the
hydrochlorides:

Isomer A hydroch]orlde (apparently 2R*, 6R*c0n—
figuration) m.p. 190.5°-191.5°.

Found: C, 64.7; H, 8.8; N, 4.95%; C16H25N02HC1
requires C, 64.1; H, 8.7; N, 4.7%

Isomer B hydrochlonde (apparently 2R*, 6S* config-
uration), m.p. 219°-222° |

‘Found: C, 6.40; H, 9.0; N, 4.9%; CisH6NO;HCI
requires C, 6.41; H, 8.7;: N, 4.7%.

, EXAMPLE 30 |
2,6-Diethyl-2-(3-hydroxyphenyl)-4-methylmorpholine

‘The hydrochloride salts of Example 29 were reacted
with. hydrobromic acid by a procedure analogous to
that of Example 5 to give the title compound as the
hydrochlorides: '

Isomer A hydrochloride (apparently 2R*, 6R* con-
figuration) m.p. 249°-252° (decomp with sublimation
from 240°).

Found: C, 63.9; H, 8.8; N, 4.9%:

Isomer B hydrochloride (apparently 2R*, 68* config-
uration) m.p. 265°-267° C. (decomp. with sublimation
from 262°)

Found: C, 63.0; H, 8 5; N, 4.7%; C15sHy3NO,HCI
requires C, 63.0; H, 8.5; N, 4.9%.

EXAMPLE 31

2- (3-Hydroxyphenyl) 4,6-dimethyl-2-propylmorpho-
, | - line

Following the method of Example 1,2-(3-methoxy-
phenyl)-2-propyloxiran was prepared from trimethyl-
sulphoxonium i1odide, 3-methoxybutyrophenone and
sodium hydride. The oxiran was treated with 33% etha-
nolic methylamine  affording 3-methoxy-a-[(me-
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thylamino)methyl]-a-propylbenzenemethanol isolated
as the hydrochloride salt m.p. 168°-70° C. ' |

Analysis: Found C, 60.6; H, 8.8; N, 5*4%;
C13H21NO;HCI requires C, 60.0; H, 8.5; N, 5.4%.

2-bromopropionyl bromide (12.0 g) in dichloi‘ometh-
ane (100 ml) was added to the above hydrochloride (14
g) in dichloromethane (100 ml) and triethylamine (11.12
g). After 2 h at room temperature the reaction was
washed with dilute hydrochloric acid and water, dried
(MgS04) and evaporated to an oil (19.3).

The oil was dissolved in isopropylalcohol (50 ml) and
added dropwise to a stirred solution of sodium hydrox-
ide (10 M, 15 ml) and isopropylalcohol (80 ml). After 2
h at room temperature the reaction was neutralised with
concentrated hydrochloric acid, the alcohol rermoved
under reduced pressure the resulting oil diluted with
water and extracted into toluene. The toluene extracts
were dried (MgSO4) and evaporated to an oil giving
6-(3-methoxyphenyl)-2,4-dimethyl-6-propyl-3-mor-
pholinone, (14.5 g). as a mixture of diastereoisomers.

After reducing with lithium aluminium hydride the
2-(3-methoxyphenyl)-4,6-dimethyi-2-propyl morpho-
line was obtained, the isomer ratio in this case was 45%
corresponding to 1somer A and 55% corresponding to
isomer B. Diastereoisomers were separated on silica.

Treatment of each of the isomers with either reflux-
ing hydrobromic acid or diisobutylaluminiumhydride in
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toluene gives the two stereoisomers of the title com-
pound.
We claim:

1. A method of treating a mammal in need of an anal-
gesic or opiate antagonist which comprises administer-
ing to said mammal an analgesically or opiate antagonis-
tically effective amount of a compound selected from
the group consisting of a morpholine derivative of the
formula:

OR?
R3 o R]
4
R H
H
R5 If RS
R?

and a pharmaceutically acceptable acid addition salt
thereof, wherein R! represents lower alkyl; R2 repre-
sents hydrogen, lower alkyl, benzyl, loweralkox-
ymethyl or an acyl group; R3 represents hydrogen,
lower alkyl or phenyl; R4, R> and R¢ are independently
hydrogen or lower alkyl and R7 is hydrogen, lower
alkyl, lower alkenyl, lower alkynyl, aryl(lower)alkyl,
tetrahydrofurylmethyl or cycloalkylmethyl, with the
proviso that RZ may only be lower alkyl when R7 is

other than hydrogen or lower alkyl.
x & &k kX%
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